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WOftitiiS (#fl?f£t£) ^l®t5^^it5t©T^5. £bfc: N TcOYE 

15 IMfcftjfi 1 

^•Y*-#*#lte N ^/W-XMJ/V (Trypanosoma cruzi) 

MffeJpi-C*£>3 (1&#Mli&tt49M& Weekly Epidemiol. Res. 65: 257-264, 1990; 
Coura J. R. et al. , Trends Parasitol. , 18:171 — 176, 2002; Teixeira, M. M. 
etal., Trends Parasitol., 18:262-268, 2002) . r<Z>Jg&tel: h^tt-f 

6>tL, ^m*18^BlT^^$^TV^5 e JMMlMfkWtl, 600^-1, 800^A«I££ 
*U #¥21,000A^5Et:b, 30^AO§ffc&&#;^3g£LTV^„ ^TbTs 200 

^-300^ A©«teH©JS»M6#35s#«E U ^^^tt^^tp A n t*U» 

25 2000^A("<^>^ ; 5 < , 

&v\ bzztK mm, jTHk ih& if ©mw&rt-ctt, s:@2~4 W m(D^> 
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h y 'V y— d testis. m.&<DW.ft-?3&g-rz><D\z.mw s £ 

/l^^^-^^^^c^^^^-rSTriatoma infestans, fi^tt^ 
^fC^^Ji--5Rhodnius prolixus N ^yt^JUCDT^J^^^-l/^J^ (Panstrongylus 
megistus) ft ^©S^igffeS „ ©li^jpij $ fr5 £ jft LV^f #2* <9 s 

SA^J^^T^/l— X b y /nV y— ^m«S!rt-S £ . ^£>gM£K:chagomai: 
15 Romana£&£V^I!RI^I& 'biffin WBHlfeftiftrjHi U 2~4il^^0igT' 

frfc. (Docampo, R. & Moreno, S. N. S. , FASEB J. 45# x p 2471-2476, 1986 
^ ; Henderson, G. B. , et al. , Proc. Natl. Acad. Sci. USA, 85# N p 5374— 
5378, 1988^ ; Docampo, R. , Chera. Biol. Interactions, 73# % pi— 27, 1990 
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*£) „ LJ0>U Ztlt>(Dmffl&> mk^m<omz.^iX'M (BragaM. S. , et 
al., Rev. Inst. Med. trop. S. Paulo, 42^> p 157-161, 2000^) „ -£<DfE 

5 (Boveris, A. R. et al. , Biochem J. , 175:431—439, 1978; Boveris, A. 
5 et al. , Comp. Biochem. Physiol., 61C:328— 329, 1978; Docampo, R. & 

Stoppani, A. 0., Arcch. Biochem. Biophys. , 197:317—321, 1979; Viode, C. 
N. et al., Biochem. Pharmacol., 57:549— 557, 1999). „ U)&»t>> ©f^ffi^g^ 

a^b^TV^ TDR news 67: 15 , 2002) 0 

15 (Trypanosoma bruci) ft if<D^^m^lt>>, SEftlitfMB^lfcWtfcSS 

rem. ftMn%wm*w^-7v** y?^^ cpo ^77^rK^b4^ 

-if) oPfi^nmsi&Lfcv^^ ££>fc s rtt£><Dj^mds^3fe^(t5^ 

^S^^^$ J a^Sfci?>^PG^JffiUTV^5BTtg^4^^LT#fc (Kubata B. K. 
20 et al. , J. Exp. Med. 188: 1197—1202, 1998; Kubata B. K. et al. , J. Exp. 

Med. 192: 1327-1337, 2000) 0 tit, -ftV—i/ h V V— * ?<D»fM®Effifr 

a>e>> &m<D?G<D&mmmw--?foz>zfu*# p?^*?^ (pgh,,) sr^°n^^^ 

7>-^^F 2a (PGF 2a ) JC«7ci-« MJ'V y— ^PGF^aMSl (TbPGFS) 
LT, ^ i: cDNA^r ^n-=^tt, TbPGFS#s j^F^h 5S5u^it^ 
25 • : F]^^Jli~'5ii:SriE^Lfc (Kubata B. K. et al. , J. Exp. Med. 192: 1327 

-1337, 2000) 0 L*>U *M&rt*fefr*TO< JJ^/y^ {£ 

PG£^&m&^ori^tf>te^PJ!T'fcofc 0 
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1) ^;W-XMJ/Vy-7|)/o^^^7^y (PG) lr77^rKyi^&4 

— if) (omm^ix-mm^ti^o y /v— x y y /v y-7t>^^ hy^vy 

2) ^/^XMJaV ^OpI^14®^-> NADPH^ fc f± n a D H CO^fcT ^ 
PGKjSrPGF^ fcaS5c-*-«»*SH4^#«E U ^<£?£t£te b y /V y — ^PGF^# 

X (TbPGFs) i,ctt-rz>$iftx*yti8.£tit£\<\ :©i»tt, //w^by^v 
mE^-r > y/w-x v y / v y-^^sw^m^T-fes ttxLbns, 

3) y /I— X b y /V y— ^BT»ttW^«J: "9 ^-^»®lbfcPGH 2 -PGF 2o 315c^ 

4) -t^geflfOcDNAWi^ 1, lMttSM-OS^mnRM^^ 379T^y^il 
20 £> ft 5 #^ft42, 260(2® 

5) ^r^BT^y^ia^j^s^<ffii^tt^m^e>, »Wj:j*#*e 

LftVMBUfeiNff (Old yellow enzyme, NADPH^t Kn^t^) itte^BSfcUR 
25 TcOYEfi, y/w-X b y /N°y y— ^©^JtSttS^J; D»KUfe#*i:PISfto!>Jt 

y^/K y-T-y^^x * • 7^=»^> =;7/l>"7V *i/y^ N 4- 

= bn^y y ^-N-*^VK<Cif© hJJ'V y— ^^LT@:5Ett^b^^ 
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7) TcOYEte. 4 9 ' 7^3^^©t7 l/Q&m&l 

tcoye« n yvw-^ b y y — y — vaT=74 if & 

Y y y-^^^H-5^m^f)^5»|#$^ 2m^aS7n«r§: 

\-tz>4k-&wn?/i'-x v y /v y— 19 mM> th&^t tf^mx # s e 
2 Sr^n * * ^7 f 2 8 ^Tc-r sw*sH4*^rr 5 y 9 e« 

(TcOYE) fclS-t-So 

lt&B6te.fc*tff, *38Wtts OTO (a) % (b) Xtt (c) ©iHilSI, 
(a) K3ni#-§-2-«t>$tL5T$/fifeiB?!I*'&tpSEe« 

25 (b) mmm^2xmt>£fr5T $ /mmmz&^x imv<i-±m.m<DT 5, /m 
( c ) mwm^2xmfr£*izT$;m&m<om}t&bti:y), ^7x1*9 



WO 2004/033675 ^■pCT/JP2003/0 13043 



(i) Ji|BOSce«XtJ«7 p B^^^^^H 2 «:flNi»U 
(i i) NADPHXttNADH#fcTl^i^bil*fc^ft«rS5tt$^ 
10 (i i i) yp^^^7^^H 2 ©^n^^^7^VF 2o ^©3S5c^ia#$ 

15 (i) NADPHX^NADHO^fcT^JrlBOSeK^^^b^^r^^^ 

( i i ) mt&mmm eitisi m^3B5nfc «t ?> 7 /i^3§£-r 5 a^a* 

20 (i) tftfrXtttftfl5*W»^±IBO«:#:i:«tt$^ 

(i i) ^/0L#^^*s^i-5d^^p^5> 

25 (i i) m&tf'^^v x-tzoi^fr&m^z. 

(i) ^d^HHlRbfc:DNA > fcSV^it^^^mRNA^bi^^f tJ; 
D^UcDNASrtpfU 
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(i i) ^(DDNAXtecDNA&iUli: UTffiV\ l^JStl©TcOYE© 
(i i i) TcOYE<D cnNAfrmti&ZfrZti^fr&^^Z, 

m i tex ^/w-xmj/v y— ^cD^m^.ts^n^^^^ >^<dm± 

m 2 fi, ^ /V" — X h V '*/ y-^T^£W5H-#£^5NADPH#&T<£> [1 - 
10 14C] -PGH^ h 1 - 14C] - PG F 2 . ~-<£>ii7GS:j& tfi Sr^i" V U # ^VWfJl ^ o 

13 4 fi. X b y s</ y—^r\Z.&&rrz>zfu*?Jf7 Vv J ^H 2 -F 2o iS5c 

HI 5 fi N ^W-X h V y~efl> tbmm UfcPGH 2 -F 2a 3S^m^^b^B 

13 8 (3\ TcOYEK J: h *c / >#&W<D 1 m^3S5c^ «fc 9 j^TT 5i? ^ 3r 

25 PGH2-F2a3l7C^^tt^>ll.«^-ri/7y-efcS 0 

bi i o by /v y^<Dmsbmm&m^itfficOYmft<DGSk&&ttv 

Slllt ^Tc0YEm#:^«J; S ^/W— X b V 'V y— ^W^ttW^4'©PGH 2 - 
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5 mwcomiMtemft 

&mWn%i-r. ^XHJ^;y-rCS*t5, NADPH^fcteNADHO 
ttS77^I6I (TcOYE) 

WTO (a) N (b) Xtt (c) ejtfcHi"« 0 

( b ) 2 * r ^ / iffiMt^v ^xift< i«^7 ^/m 

iTcOYE^ftj t^rt^&S) „ 
15 (c) lH^J#-^2-C^$n5T^/^ia^JO»f>T-^e)^!9. 

Tf TTcOYE^j fcOf-Si o 
ioief (TcOYE) W^i5^ttl?rtt5. 

(1) ^yWO^t*:^/;*^ W-^K (FMN) £r£3^ ^*fi^J4 2 0 
20 OOffcS. 

( 2 ) NADPHXf*NADH(Z>#^T^PGH 2 $rPGF 2o teaS5ci-3B**i5tt&W^3. 
(3) ifigMfcaK** ifiSMfc^vK ^-J-f-f*-^ • 7^=^ 4--l> 

(5-^^-7xti?!?A • ^f/k- h) x ^^/yy (2/3, 6a 
25 -^^^-8a-(2-p«^/V-l-^y^b^^)-^ «^-f = y^T^K9^ 

b^) N • 7-f ff-{xy>f y^rVs' K (4-^y-5j3-(2Z- 

10E, VZL—itt 4 =x-;4 yfT^y h\ ain^y/w (1- [2-([4-^ 
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(5) PGH 2 SrPGF 2a ^5l7n-r5 j e^^^{i^:T c OYE^T*^k^^lDt$ 
5 fr5o 

( 6 ) PGH^PGR,,, \Z. Mtu-T 5 - t 0^^tifi*n[TbPGFS^:^T^IjX £ V \, 

X V ]) /nV y— ^bg&WTcOYE&n— K1~3 c DNA& 
* v-=- ^Jf-tZ> r. i: bfc„ ^ c D N AteiS2W§- 1 ^SgB^J^rW-r So 
^oTTcOYEf4fa^J#-§- 2 (DWfeT % J WSffltt**. 

io rosei (TcOYE) h y /V y-7i^Htt5 - «t 9 843t 

WM^mt b-Crix «K1 2j*2 9 4^©^Bs #iMft?©>*7VW*JiL 
Salmonela typhimurium Seratia marcescans^Ojgj|*9;$Bjiiu (D\/ su — 

(trp) ^n^E— * — 5M£tf s &>£o tac^n^-o±5W7PyK 

*M3Wl*"efflV^5 rfc^Pj i^SJBi&i*. gfflfelBfllSrWU ±^taSbfcia 

ffi%£~t~Z>^k&X£Z>o M^Lf^x Sambrook, Molecular Cloning A Laboratory 
Manual, Cold Spring Harbor Laboratory (1989) N. Y. 1&X$ Ausubel, Current 
Protocols in Molecular Biology, Green Publishing Associates and Wiley 
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Interscience, N.Y. (1989), (1994) *-fBite<E>&flf£r#I$o *38W^V^* U 
SRrffi*1PWPS*Hx ^JxLf^E. c o 1 i fclfcttSPL. lac, tr pXfit 
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*3tt5CMV- SV40-, RSV-yn^- ^*^BlM A?*) > 
CMVx^syf- SV4 O^^Nf— Xtt^ci tTW^ f n >"t?*>5 
Okayama— Bergtf)^*!,^ p c D V 1 (Pharmacia) N p CDM8 > pRc /O 
MV. pcDNAl, pcDNA3 (In— vitorogen) ^ pSPORTl (GIBCO 

brl) m<Dmmti:&w.^? ?-&%mmK%at>tix^z 0 m?>'<?m*&ms 

(O 1 OJCiSVvt* Autographa California V ^ Kd^ ^/W* (AcNPV) 
^^tZ — k. LT/BVvt Spodoptera frugiperda &fflJ3£Xte Trichoplusia 

£>5?o ^Oj^^lM/t^SrJlVvr^ Spodoptera frugiperda $BjfeXte 
Trichoplusia larval^^^^ ^ifT*^©^ y/^SSrM^tS 

(Smith, J. Virol. 46 (1983), 584; Engelhard, Proc. Nat. Acad. Sci. USA 
91 (1994), 3224-3227) 0 ^J&a*«§Ktf>JbfB^ * —tim&mmft^— * 
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TtiiV* (Paszkowskilg, Homologous Recombination and Gene Silencing in 
Plants, Kluwer Academic Publishers (1994)) „ 

5 ^sMi* car) sd®, am, mm. jti*MVommm<D^-rti<DEmx.n 

Mmfflfo-?hV) 5 5„ 0* LVVg2S$«J\ fflz-tt Saccharomyces Jl£>» N 
Saccharomyces cerevisiae <£>$BJ!S"T?$><5o 

10 Hf^fi,, fflzLlifc. coli N S. typhimurium x Serratia marcescens x JkXJ- 

Bacillus subtilis ^O^^A^ttS:tJ«i/7-M^tt^^^#5 0 *W&\ t 

^nffLi&^T^M^-e^m^^S^-fea^^^^lT^ -5 (Sambrook, 
20 Molecular Cloning: A Laboratory Manual, Cold Spring Harbor Laboratory, 

Cold Spring Harbor, NY, 1989) „ 

*mmn*tzLU-r<D ( a ) N (b) xn (c) ^es^^-K-rsit^^ 

(a) XMJ^V y— NADPHX liNADH<D t/o 
25 * ^ ^i^H^^n ^ ^ >-^>-F 2o ^Stc-T S^Stt^W-r^ 77f 

VgfiSTcOYE 

(b) @a^j#-^2T'^$tL5T^ymia^i^tpse« 
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( b ) ib^j## 2T*^§^7 5; ^ie^j^&v ^i^t< r±*tt© r ^ s m 

(c) fE^J#-§-2T*^$H5T^y^iE^JO»f / H-^6>^'9> fl^o^a**^ 

Fab^^^K *fcf*Fab£S9^9y— <0&J^t>^*ft5„ ^tn^x* 
20 tfST?£5 o 

#5 rirtfS-CtSo ^©i 5 1:: tt#P)tifc$iT c OYE Wt, 
TcOYEOlflc^U PGH 2 -PGF 8a at5c»3tl?gttSr^jc!RjR-rs. 

ohlerijoj; tfiVEilstein. 1 9 7 5. Nature. 256:495 — 497). hy^" 
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— ^(trioma)&flf, t: hBtm^^^V K~rSEflf (Kozbarfc* 1 9 8 3, I 
mmunology Today 4:7 2). *5«tT>*t b^-/ ? n — i~ /V^W-^Wtt ^tit>(D 
EBV-A'f^!) K— ^fifcflf (Coleb. 1 9 8 5. Monoclonal Antibodies 
and Cancer Therapy. Alan R. Liss, Inc.. 7 7 — 9 6 HlC&V^) ti^'g. 
5 *L3o 

(i) m&WTc0YERXf7xiX?y7>i?l/H2$:mffi^ 

(i i) NADPHXfiNADH^&T^rtLb^^^^?:^^^ 

(i i i) /o ^7 y v^y H 2 ©/n ^ ^7 2 a — (PaSTE^IS.^ 

10 

RJiSW:«*.wr^TOJ:5^ff 5. frfctt^MrFWRffcttx NADPH0^ (100 
AiMNADP, 100 mM^/V3- ^6JJ^, 1 unit^/l^— *6 U >f|Uc^| 
Iff) , TcOYE. ffi.^JSr^trlOOmM V ^WmffiW. (pH7. 0) 100 M H-s 500 M M [1 
15 — 14C]P(Hyg»c (2. 04Gbq/mmol ; T"fe b>\ DMSOfcSVMSi^ fjVxu— T/l- • 

xfi/y^ijn- l^lMlx.. 3 7t2m ^J&Sr^ft?,, £Ba#J^ 
WTX*<D%Jfcn, W&m*5ftmT/l'^l<'tfXX*WWi:Vti<Dlb, 100 /*MNADPH&> 
^mADH3r*B;t, PGE«£l ax l&fln^fc^, TiV*V#* f T* 3 7 °C 2 #F H 1, 

20 - 20<C JC^P bfeK^f^it^ (Sfcc^/Wcr:— < t;v : * $ J : 2M? ^ I^Wl 

(30 : 4 : mWO ) 250|x 1 tigpJft^TK^^ b 9 !7 A^n^T^SH^Jt U 
HgH#&C, BofcSS ([1-14C]PGH2) iS*R*S^«J ([l-14C]PGF 2o ) Sr^ 

— ^/H^i±ji-s„ §p (^50^1) #<7VHtJi 

(p</W%fcS!D nitu -2ot:(D^j*p^-e^e^n^hi/77^- (MW^ 

25 m : *?^7V^—*r;V . * $ J —>V : mm (90 : 2 : ligfflQ ) trfTft 5 . Sit, 

-T^— VTi-V^-f— FL2 0 0 0 (7^7th7^f;^) 3r/Bwr. j^Jl^;*- 

#tII^PGH2^ffl V Nfc^ K f*. RJtS«©£5ti:^»lfc«:LC-MS Wnvb 
^77>f- • T^^^^ b n P< bp—; Waters Alliance LC— MS system, 2690 
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separation module, 996 photodiode array detector, ZQ4000 mass detector; 
Inertsil-0DS3 column) Zm^XfrmfeAZftft^, mUK, mWk&J$.W<D 

( i ) NAD PHX^NADH#^ET^TcOYE^eSi{^M<b^^fefe^*> 

( i i ) immit&mmm <t s 1 m^STc^ «t o 9 -itx^zmtk-rz & 

TcOYE^SK^i'fk^^tPlOOmM ^l^gi (pH7. 0) lmlSrS^T/W^ 
340nm(D ^)fe^(7)^i>T-iil^-f- 5 o 

icomk&Rfcmii&vo&'StfGiM hyxmrnmrnm (pht.o) loo^isrs^nur 

NADHMJkl, 2 S^foSV^S TS^It^^^TT^^^^fT^ 9o -t 
<DIx.Ifc%&(D— gPSrElectron spin resonance$J^^il (JEOL X— band 
spectrometer) T«tT^ 7v , *;Wt4©ti^ffl^t§o W3e*ft=^*f 

~-/<—$-3ff-'( (Moreno S. N. J. et al., J. Biol. Chem. 

259: 6298-6305, 1984) £rjS£ UT^A^- X h JJ /V y — 
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(i) &&jLn&<mmw*±m<Dmcowfoftkmmi$itT* 
(i i) mz/tti^&ms^-tz^fr&mjttz 

10 ^foWj&^S^^&P^o 
20 

(i i) j^^s^^y ^x-r^^^p^s 

25 Ittt^TC^ v^^r ^8SS§& UfcTcOYEOcDNAXteRNA^n KJ£ $ 
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(i) ^^6>lH]I|XLfeDNA, hZWZfe&*(DmRNAfrbmK^mmte£ 
<9^J&LfccDNA&2fl# U 

(i i) ^(DDNASrtlitTlV\ I^Jtf 1©TcOYE(DcDNA}^ 

(i i i) TcOYE<D cDNA&igtiMZtl&fi^fr&m^Z, 

m%.t£, TcOYE^cDNA^^^xS^^^^-r-^— (^il^fi> 5' - 
ATGGCGACGTTCCCTGAACTCC— 3' ) (1B^J#-^ 8 ) £ T >^-± l/X 79 4 (0ijx.fi. 
5' — TTATTTGTTGTACGTCGGGTA— 3' ) (@a^J#-^9) Sr^ffl LT. h!J/Vy- 

LfcDNA£r£|®DNA£: tt s 7— if^#lKJfc(PCR) SrfT&V\ TcOYEOcDNAtf* 

UNT^/K ifMSRI^i: LTDNAM£95'Cl£\ O^56 t C30# s DNA 



(m&mmmmzm (MM&mm&Fiu 1-23-1) <t a^) mm 

(Nozaki T. et al. , J. Biol. Chem. , 276:6516-6523, 2001) K £ <9 -a*J&i#:H& 
TffjE^aHJe^y hSrffiVNT^fti"^ (Kubata B. K. et al. , J. Exp. Med. 
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188: 1197-1202, 1998) X h V *J V— ^<Dmk\&W&, PGD 2 , 

PGE^ PGF 2o ^^^^-t-5^^365^ofc (il» o Z-frh(OW<Om$L 

5 *ttfll|2 

40juM[l-14C]-PGH2Sr. T/W^V^B^fT^ofcO. IMP 
(pH7.0) «HR^Tfc500 jiM NADFHi:#fc37 , tU 2^Si^^^:5„ * 

/i^-x b y /*y y—?<D-*i&\mift$:tinz-%k, PGH 2 nm£i£XPGF z jz.m%:£ 

10 (02#j$> „ Lfl>U JKaa4§*fc^A^-XMJ/</ y— 

^;wXHJa7 y-^^#^i-^^P^^^7>"v ; >-H2-F2Q ; M5c^(D^ 

is ^ /w— x h y / v y — ^o^^t*w^«^H^^^t2o~8o%t&fp^^iii^ 

SrHIIlX bfc„ UT N y/^ig^7 7^nvb07^ (Hiload 16/60 
Superdex 200 pg 7"7^t^ ■ 7 • ✓ V ^ * tfc®D "C^M 

-TSo f&tM^Sr^ftS.OOO^TJ >y b^^i?:/ b y a^jfett* (5 y #T. 
tfcSi) X^U20mMy (pH7.0) Hgtbfcft. affift&«r&t?20iiiiy 

20 S'lfeRfffflK (pH7.0) T*¥^fcLfc5gfB#yA;?n-=r h^77^ — (Resource 

PHE »7A, T^v^A • 77/^^7 • /M^X^ttM) Wft#£-*i\ 
0. 1% lween20&^tf2m>tbOM^(Dm&<Dm£}mX*f&m bfc 0 ^14®^^20mM b y 
*«KIfcftffH£ (PH8.0) KStfrLfciL ^©«H»K^¥«^U^^^2fiElJWJ!& 
#7 A (HiPrep 16/60 DEAE ^tV»7A, Tvyt^ ■ 77^'>T ' 

25 4J-"rt#M) 0~400mMNaCl^>E^^^JiaT^a bfc„ ^:<£>?&t£ 

gtf^ SI, ^/V-^il7> 7A^n^h^77^- (Hiload 16/60 Superdex 
200 pg #7A X T-^i^A • 7 7/Wi/7 • ^sf^fftM) KfrttZb, 

?Gi^-F 2a m^mm?s®.<Dwmmi%. miGam^ms^^ m7oo nmoi/# 

/mgfieK©Jttg14Sr*U SDST^ y^T^ K^/^m^Sj±s ^442,0000 
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^$ttfcPGH2-PGF 2 a^7C^m^fe^*?r^bTV>5o -to 
^UT, 100/iM<DNADPH»X.T^^3S7G^Sl--t-S^> "TSigP<«JtX;*.-^ 

5 h/w*m^-rso o*^ Jmmte-rv^i/^/^fu*?-}? (fmn) & n &#i 

^^C*l■bTl^•^o^UTV^577tf^e®T*fe^ (Hl5#RB) 0 

ISifilry K^/f ^^T'Mt (Rosenfeld, J. et al. , 

Anal. Biochem., 203:173-179, 1992) . Wfe? w h^y^^ — T^iTTS t 

10 ^<Zf=f- K— 1 Asn Arg He He Met Ala Pro Leu Thr Arg 

(lB^J#-^3) 

^Zf'f- K— 2 Asp His Arg He Pro Val Tyr Phe Ala Ala 

dB#l#-5§-4) 

^<Zff- K— 3 He Ser Asn Leu Arg Tyr Asp Phe Glu Glu 

15 (M^m^r5) 

TcOYEOcDNA^ u—-is?k ±ffiM*B}<l£M&±M&zMMMv%& l 

# bttfc 3 If.CD'ZrfJ- Y<DT^S ^IB^J^EMBL/GenBank/DDBJx— * <Z> 
U31282^>^#-^-01,686^S*J-<^g$Ojt^- : F (Catmull, J. 
20 and Donelson, J.E., EMBL/GenBank/DDBJ-r— 1995, ^/U— XhJI/< 

<D^f- Yh, i>? xi^co^f^ y(d\t%; mmm&mt vft^f- wfto 

5'- CGGAATTCATGGCXJACGHCCCTGAACTTC- 3' (IB?!j#-^-6) 
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5'-CCGCTCGAGTTATTTGTTGTACGTCGGGTA- 3' (|B?!!#-5§-7) 

-yW*fc (IS0GE«3u -V7$^i?-^#M) ^fflV^^RNASrttWU =*dT 
>;xnyy^ • »>-f /u^aWB^BI* (*#9iB3£*fc») arJflWC-** 

TPCR£J&<Ht& 9 £ „ 379 T ^ / b 5 #^*42, 260OS &&mWiffl& 

te6^j5rT*U31282£M& t> > ^(OJh, 1 ^MttT 5 7 ^lg<£>^ffc&#o-CV^o 

#bfr7ccDNA£pGEX-4T-l^* — (7^^^ ■ • ^ 

^tt«D OEcoRI/XhoIlM McjfALTSeSM^^- fcfWUfc. 
*»0BL21tfc«rr. £V<* ^-^fflV^T^Stem^^ 0. 5mM-f 7 f/W- 0 

6#F 



^bf^^mm^MTc0YE^PGH 2 -F 2a 3§7O#mStt^766wnol/^/mg® 
T/W=?^«^bfc0. lMU>flfe8Mfffft (pH7.0) 4 , t?500/iM<DNADPHfc5V^(* 
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NADH^^T^itfe^at^^MTcOYE^K^^^ 340nm<£»t*^y h/l'©*^ 
5rS0^b-C, ^>«r^k^^m-5S®^ttSrafl3rrSi: % TcOYEttSSSHbiK 
m^ii^k^^iSTcbfc (17#RS) o TcOYEte, MJ^Vy^ 

ic*j-r sin A3&m*^t-*a©^y wts^- h nnmm&to (y -r?* * 

^^^-v 5 ^^ yiM^^ h (6— ^/l'— 7 A • *^yw • iJvK7W 

h) x ^ (2j3,6a-^^-8a-(2-^^U-l-^y^b^ 

-y)-y ?>r s^s^TS'K?* h>>) > 12-^y • 7>f b^x/^j/^ri/ 
5/ K (4-^y-5/3-(2Z-^V7 i =/l-)-2-^n^>'7 i ^-lj3-^-^i?y 
10 -fi/^Tv-K) N 9-^-dry-10E, 12Z-;ty *-7*#7*-<^y-f y#T*/y h\ 

^n^-y/w (i— C2— ([4-^ nn^^=/l^]p« hdrv')— 2—(2, 4—^X3 13 7 31 
=^/v)^/v-w—< ^yy—ju)-) t>515ni-5 0 b^U ^^X=^y— /i^^ 
!)7^/W^^Wy h (3i^-[4[lf^[4-(^nn7^^/k)-2-(lH — f ^ 
y^/fls- l-sifts* -1,3- y 7 y-4— ( />- * h 7 * — if 

TcomzxzfcfomVdvm^-x^i/ittfex^? wi^jeol x-^^k^^ h 

n^-i?- (B^m-^i®!) SrfflV^aS^i-S i: (Moreno, S. N. J., et al. , 
J. Biol. Chem. 259:6298-6305, 1984) N * -Tf 4 ^Tl/*?^— ? • 7^=^fc 

if©^-7 h >*-y isik&m* i «^«5c**L-fe 5: ^y ^^A-trj^ti-rs r t * 

25 TcOYE&C «fc «9 SStg $tb5f"7b=¥y h n ~r n 1M * M\&m Wu 
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5 mM h D ^mmffiWi (pH8.0) ^^Lfc5t^mmx.Tc0YE (300 tig) #l 
£rfjs0Lfc o *tmj»««r, m<DB*&% Kbl «©2 0IMT(« 

1 (1000 Xg, 2 0^1) fcJ;5jfiL»SrlBjiRLfc. Jfojff&yn 74 ^Air:7 

iwt ^^^»^^tiei»i< , TbPGFst't>^u^v\ m-, m 

HS) o 

y /w-X b y ^y y — ^©*BJl6W^S*fflV^fe^ffi!RIRWR^^:*5V^T^ ^tTcOYE 

^;t&V> (Hll 1 #R&) o UT, TcOYE^ufrtt, ^/l—X h y »V y— 
•^^fettW^^y-T-x-f * • 7/^3^ ^yju7^ ^e?/yx N 4- 

ifc|S££i*rfc (|gi2#^) „ 
J^JiO^mtts ^/P— X b y y—r<DmttW^t>^PGH 2 -F 2o iS7n^^ 
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m & <d 



1. ^;w-Xh!J/N7y-7|^t5^ "7v*9??l'i?lsll 2 &"?xi*9 
^7^^F aB ^3B5Gi-S»3(l«g14SrWi-579fcr^SeK (TcOYE) „ 
5 2. .^T© (a) . (b) Xi± (c) ^ifgf, 

( b ) sa#j#-§- 2 ttsr 5 y ssaaifc*3v vc i ^ u < (iti©7 

u < rattan $ ttfer 5 y mmm* b & 19 N a^o^n * ^ ^ ^ 

10 (c) EW#2-C3tfcS*L«T$/i6iB5«©»f^feJte«J. ^o/n7^^7 

3. »^O^K^l^X«^2JS^|B^®eKSr=i- Ki-53te^. 

6 . x h y ^°y y — -*m$i(om$iM<o*? v ^y^fetfeot, 

c i ) »3fc(DfgHf& 1 2 mzmmom eisv/n * * ^7 ^>-h 2 

(i i) NADPHXIiNADH#ftT^"^P>ttif^ft^tM$^ 
20 (i i i) y p n^^^7^^^H 2 <^^n^^^7>'v ? VF 2o ^C»Jl7n^|ja$$ 

7 . ?>v>- x h v /v y—^myk<Dm&M<Dx? v -=^*s-efcot, 

( i ) NAD PHXttNADH©#tT}^t©^ 1 2 3Hc|B«© 

(i i) mit^m^mm&m^x^im^m^^v9^j^m±-r^^ 
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(i i) ffl^fflti&&ft&4ufcrz>**&fr&m^ : s>* 

(i i) w^^^y^^i-s^^srw^s, 
i o . */w-x b y /nv y-vi^©»fetfcot, 

19 ^ Ufc c D N A %Wffi U 

(i i) i(7)DNAX(±cDNA^tli:LtffiV\ E5IJf f 1©T c OYEO 
(i i i) TcOYE<DcDNA^i|ig$tt5^^ ; lrP'<5> 
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6 



kDal 
97 
66 



2 3 4 5 



42 

30 

20 
14 



i 



K42 kDa 



1. ^-y-fi" 5 ? — ~h — 

3. IfeMMlT c O Y E^MLfc^jl 
5. JtfiT-IMtiLST cOYEOHttg^ 



^iTcOYE 



& # & /B (M026) 



WO 2004/033675 ^^PCT/JP2003/013043 

7/12 















Km 


Vma x/tfcStt 




(1 O/l M) 




(nmol/min/mg) 


9,1 1-X>K^P4r->KPGH2 


NADH 




554 




NADPH 


5. O 


7 66 




NADPH 


2. 3 


9 9 


BHP a 


NADPH 


n. d. 


28 2 




NADH 


_ 


49 9 




NADPH 


O. 8 2 


700 




NADH 


O. 1 7 


650 




NADPH 




433 


4 — - KP*y "J >— N— ^"^ri/K 


NADH 




7 59 




NADPH 


9. 5 


1 1 1 O 


# «^ # i ^™ ^ ^ ^ ^ 


NADH 




290 




NADPH 


1 9. 0 


353 




NADPH 


1 0. 4 


235 




NADH 


n. d. 


555 












NADPH 


n. d. 


152 


9-^"4rVODE' 


NADPH 


n. d. 


54 




NADH 


n. d. 


43 






n. d. 


N. D. 






n. d. 


N. D. 






n. d. 


N. D. 






n. d. 


N. D. 


BH T 1 




n. d . 


N. D. 


BHA k 




n. d. 


N. D. 



a: -r-Y — ^¥iC • 7v? KP^P^F*> K. b: 5-* ^U-^x^^A^JU+^U 
7i-K c: 2-/S, 6ar— ^^U-8 cr-(2-/^;i^-1 -^V^MF^)-* 
-?-f-.^7v7 K^* I — >. d: 4-^V-5/?-(2Z-/<>-7 t -/U)-2- 
i/^P^>7=->-1 t3--tt$S Jv^T^/V K. e: 9-t+V-10E, 12Z- 
^5»f*f-fI/-f^^7V*yK, f: 1 ~[2-([4— ^PP7iz jl,]* Mr-»- 
2-(2,4-y^PP7i-;i/)If;b-1 H — f 5 £V— ;k g: 1 -[2,4-y^PP 
$ -([ 2 , 4 -is<7 P P^^5?il/]-t*V)7i *?\>UH 5 ;U. h : *>X- 1 - 




-1 --fjU-^'r^-N-^^U-pt^VTS— ^A^P^-f K. j :(2,6v-tert 
^;U-/^-<7 U^— ;U). k: [2(3)-tert ^iU- 4 - 1 KP4r'>T— 
N. D. : 5lM$ffl 
n. d. : 



# *. m (mm) 
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1 6 OG 
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/ 
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SEQUENCE LISTING 



<110> Osaka Bioscience Institute 

<110> JAPAN AS REPRESENTED BY THE DIRECTOR-GENERAL OF 
NATIONAL INSTITUTE OF INFECTIOUS DISEASES 



<120> Flavin protein from Trypanosoma cruzi, method for screening 

exterminating agent for it and method for diagnosing infection 
thereof 

<130> 664102 



<150> JP 2002-299284 
<151> 2002-10-11 



<160> 9 



<210> 1 
<211> 1140 
<212> DNA 

<213> Trypanosoma cruzi 



<400> 1 

atggcgacgt tccctgaact tctgcggccc 
cggattatta tggctccctt gacgcgttgc 
acggaatcga tgctgaagta ctacgaagac 
gcgacgatgg tccagccaaa ctacactggg 
gcgcagattg aggagtggag aaagatcgtg 
ttcctgcaac tcattcacgc tggtcgagcc 



ctcaaattgg ggcgctacac acttcgtaat 60 

caggcaacag aagatgatca tgtaccaagg 120 

cgggcatctg caggtcttat cattgccgag 180 

ttcctcacgg agcctggcat ttactccgat 240 

gacgcggtac acaaaaaggg tggccttata 300 

gggattccgg agaagatcct tcagcagtcg 360 
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aagagtgacc 


aggatcccct 


tgctgggcgc 


ctgcttgccg 


cgagtgccat 


tcccattaag 


420 


gaccatcgga 


ttcctgccta 


ttttgctgcg 


agcggagaaa 


aggagaccta 


c ggtgtccca 


480 


gaggagctca 


cggatgacga 


agtccgggac 


ggtatcatcc 


cattgtttgt 


ggagggggcc 


540 


aaaaacgcca 


tctttaaggc 


tgggtttgat 


ggcgttgaga 


ttcatggagc 


caacggctac 


600 


ttactggacg 


ccttttttcg 


cgaatcttcc 


aacaagcgcc 


agtccggtcc 


gtacgccgga 


660 


acgaccatcg 


acacacgatg 


ccaactcatc 


tacgatgtca 


ccaaaagcgt 


ctgcgatgcc 


720 


gtgggaagtg 


accgtgtggg 


gctccgcata 


tccccactaa 


acggcgtgca 


tgggatgatt 


780 


gactcgaacc 


cggaggcact 


aaccaagcat 


ctatgcaaga 


aaattgagcc 


actttcgctt 


840 


gcctatctgc 


attacttgcg 


tggcgacatg 


gtcaaccagc 


agattggtga 


cgttgtggcg 


900 


tgggttcgtg 


gaagttacag 


cggtgtaaaa 


atatccaact 


tgcgctacga 


tttcgaagag 


960 


gcagaccagc 


aaatacggga 


aggaaaagtc 


gacgccgtgg 


cttttggcgc 


caagttcatt 


1020 


gcgaaccccg 


atctcgttga 


aagggcccaa 


caaaactggc 


ccctcaacga 


gccgcgacca 


1080 


gaaacatact 


acacaagaac 


agcagtcgga 


tacaacgatt 


acccgacgta 


caacaaataa 


1140 



<210> 2 
<211> 379 
<212> PRT 

<213> Trypanosoma cruzi 
<400> 2 

Met Ala Thr Phe Pro Glu Leu Leu Arg Pro Leu Lys Leu Gly Arg Tyr 

15 10 15 

Thr Leu Arg Asn Arg He He Met Ala Pro Leu Thr Arg Cys Gin Ala 

20 25 30 

Thr Glu Asp Asp His Val Pro Arg Thr Glu Ser Met Leu Lys Tyr Tyr 

35 40 45 

Glu Asp Arg Ala Ser Ala Gly Leu He He Ala Glu Ala Thr Met Val 

50 55 60 

Gin Pro Asn Tyr Thr Gly Phe Leu Thr Glu Pro Gly He Tyr Ser Asp 
65 70 75 80 
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Ala Gin He Glu Glu Trp Arg Lys He Val Asp Ala Val His Lys Lys 

85 90 95 

Gly Gly Leu He Phe Leu Gin Leu He His Ala Gly Arg Ala Gly He 

100 105 110 

Pro Glu Lys He Leu Gin Gin Ser Lys Ser Asp Gin Asp Pro Leu Ala 

115 120 125 

Gly Arg Leu Leu Ala Ala Ser Ala He Pro He Lys Asp His Arg He 

130 135 140 

Pro Ala Tyr Phe Ala Ala Ser Gly Glu Lys Glu Thr Tyr Gly Val Pro 
145 150 155 160 

Glu Glu Leu Thr Asp Asp Glu Val Arg Asp Gly He He Pro Leu Phe 

165 170 175 

Val Glu Gly Ala Lys Asn Ala He Phe Lys Ala Gly Phe Asp Gly Val 

180 185 190 

Glu He His Gly Ala Asn Gly Tyr Leu Leu Asp Ala Phe Phe Arg Glu 

195 200 205 

Ser Ser Asn Lys Arg Gin Ser Gly Pro Tyr Ala Gly Thr Thr He Asp 

210 215 220 

Thr Arg Cys Gin Leu He Tyr Asp Val Thr Lys Ser Val Cys Asp Ala 
225 230 235 240 

Val Gly Ser Asp Arg Val Gly Leu Arg He Ser Pro Leu Asn Gly Val 

245 250 255 

His Gly Met He Asp Ser Asn Pro Glu Ala Leu Thr Lys His Leu Cys 

260 265 270 

Lys Lys He Glu Pro Leu Ser Leu Ala Tyr Leu His Tyr Leu Arg Gly 

275 280 285 

Asp Met Val Asn Gin Gin He Gly Asp Val Val Ala Trp Val Arg Gly 

290 295 300 

Ser Tyr Ser Gly Val Lys He Ser Asn Leu Arg Tyr Asp Phe Glu Glu 
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305 310 315 320 

Ala Asp Gin Gin He Arg Glu Gly Lys Val Asp Ala Val Ala Phe Gly 

325 330 335 

Ala Lys Phe He Ala Asn Pro Asp Leu Val Glu Arg Ala Gin Gin Asn 

340 345 350 

Trp Pro Leu Asn Glu Pro Arg Pro Glu Thr Tyr Tyr Thr Arg Thr Ala 

355 360 365 

Val Gly Tyr Asn Asp Tyr Pro Thr Tyr Asn Lys 
370 375 

<210> 3 
<211> 10 
<212> PRT 

<213> Trypanosoma cruzi 



<400> 3 

Asn Arg He He Met Ala Pro Leu Thr Arg 
1 5 10 



<210> 4 
<211> 10 
<212> PRT 

<213> Trypanosoma cruzi 



<400> 4 

Asp His Arg He Pro Val Tyr Phe Ala Ala 
1 5 10 



<210> 5 
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